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"Sequence Listing" in paper form and the computer readable form of the "Sequence Listing" are 
the same and, as required by 37 C.F.R. §1.82 1(g), also states that the submission includes no new 
matter. 

Applicants Attorney submits the following amendments to comply with 37 C.F.R. 

§1.825: 

In the Specification 

Please irjs^rt the attached "Sequence Listing" (sheets 1/26 through 26/26), and 
comprising SEQ ED NOS: 1 through 72, into the above-referenced application, before the 
Claims, and renumber the subsequent pages accordingly. 

Please i^fflace the paragraph in the Specification, as originally filed, starting on page 1, 
line 26, through page 2, line 5, with the following paragraph: 

^The subject specification contains nucleotide and amino acid sequence information 
prepared using the program FastSeq Version 4.0, presented herein after the bibliography. Each 
nucleotide or amino acid sequence is identified in the sequence listing by the numeric indicator 
<210> followed by the sequence identifier (e.g. <210>1, <210>2, etc). The length, type of 
^ I sequence (DNA, protein (PRT), etc) and source organism for each nucleotide or amino acid 

sequence are indicated by information provided in the numeric indicator fields <21 1>, <212> and 
<213>, respectively. Nucleotide and amino acid sequences which are defined in the Sequence 
Listing by the information provided in numeric indicator field <400> followed by the sequence 
identifier (eg. <400>1, <400>2, etc), are referred to in the specification as "(SEQ ID NO:l", 
SEQIDNO:2, etc).** 



;e^tfac< 



Please replace the paragraph at page 5, lines 1 1 through 22, with the following paragraph: 



^ —Still another aspect of the present invention provides a nucleic acid molecule 

. *f" comprising a nucleotide sequence or complementary nucleotide sequence which is substantially 
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as set forth in SEQ ID NO:3 or is a nucleotide sequence capable of hybridizing to SEQ ID NO:3 
or its complementary form under low stringency conditions or is a nucleotide sequence having at 
least 60% identity to SEQ ID NO:3.« „ 




Please replace the paragraph at page 7, lines 1 1 through 19 with the following paragraph: 



—The terms "c35" and "35mer" are used interchangeably herein to refer to 35 amino acid 
domain juxtaposed to the membrane. When in soluble form, this peptide is referred to as soluble 
c35 or 35mer. The nucleotide and amino acid sequence of c35 are shown in SEQ ID NO: 7 and 
SEQ ID NO:8, respectively. The term "29mer" refers to a truncated form of the 35mer. Six 
amino acids have been deleted from the C-terminal end. The nucleotide and amino acid 
sequence of 29mer are shown in SEQ ID NO: 1 1 and SEQ ID NO: 12, respectively. The present 
invention extends to isolated forms of c35 and the 29 mer, to compositions comprising same and 
to genetic sequences encoding same.- 

Please r^^lthe paragraph at page 10, lines 3 through 10, with the following paragraph: 

j 

-The present invention arose in part following an investigation of the rieurotrophin 

receptor, p75 NTR , in its capacity as a death signalling protein. Although the p75 NTR molecule 

comprises a putative death domain [9], in accordance with the present invention, this death 

domain is not directly associated with p75 NTR -mediated cell death. Rather, a region adjacent, 

proximal or otherwise juxtaposed to the membrane domain of p75 NTR is required for cell death. 

The nucleotide and corresponding amino acid sequence of the death domain [9] is shown in 

SEQ ED NO:9 and SEQ ID NO: 10, respectively. - 



Please^p^ace the paragraphs at page 16, lines 21 through page 17, line 17, with the 
following paragraphs: 
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— Accordingly, another aspect of the present invention provides a nucleic acid molecule 
comprising a nucleotide sequence or a complementary form thereof wherein said nucleotide 
sequence is capable of hybridizing to SEQ ID NO:l or a complementary form thereof under low 
stringency conditions, such as at 42° C. 

The nucleotide sequence set forth in SEQ ID NO:l is the cDNA sequence encoding 
p75 NTR . The nucleic acid molecule according to this aspect of the present invention does not 
extend to the full length p75 NTR cDNA sequence but comprises a portion which encodes an amino 
acid sequence which signals, induces or otherwise facilitates cell death when associated with a 
membrane portion of p75 NTR or other molecules. 

Accordingly, another aspect of the present invention provides a nucleic acid molecule 
comprising a nucleotide sequence or complementary nucleotide sequence which is substantially 
as set forth in SEQ ID NO:7 or is a nucleotide sequence capable of hybridizing to SEQ ID NO:7 
or a complementary form thereof under low stringency conditions such as at 42° C or is a 
nucleotide sequence having at least 60% identity to SEQ ID NO:7. 

The nucleotide sequence set forth in SEQ ID NO:7 is the death signal defined herein 
associated with p75 NTR . This sequence encodes a 35 amino acid region also referred to herein as 
"c35". Truncated forms of c35 are also contemplated by the present invention such as a 25-30 
amino acid molecules. One particular example is a 29mer which lacks carboxy terminal amino 
acids 30 to 35. As stated above, the present invention extends to palmitoylated c35 and its 
derivatives as well as molecules fused with molecules to facilitate membrane passage such as 
penetratin and the TAT protein from HIV.— 



Please replace the paragraphs at page 18, line 1 through line 8, with the following 
paragraphs: 



—The present invention further contemplates a nucleic acid molecule comprising a 
nucleotide sequence or a complementary form thereof, which nucleotide sequence encodes an 
amino acid sequence substantially as set forth in SEQ ID NO: 8 or a derivative, homologue or 
chemical equivalent thereof or an amino acid sequence having at least 60% identity thereto. 
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^^Jiji T ^ e a*™ 110 a °i d sequence of SEQ ID NO:8 corresponds to the amino acid sequence of the 

p75 NTR death signal- 



Please repl^c^the paragraph on page 19, lines 8 through 13, with the following 
paragraph: 



--{n"! — n" z } is a sequence of z nucleotides comprising a nucleotide sequence 
substantially as set forth in SEQ ID NO:7 or a nucleotide sequence encoding an amino acid 
$ */ sequence substantially as set forth in SEQ ID NO: 8 or a nucleotide sequence capable of 

hybridizing to SEQ ID NO: 7 or a complementary form thereof under low stringency conditions 
such as at 42° C or a nucleotide sequence having at least 60% identity to SEQ ID NO:7;~ 




Please replace the paragraphs at page 19, line 25 through page 20, line 2, with the 
following paragraphs: 

v ■ — ■ — ■ — 

-Preferably, — n x } comprises the nucleotide sequence substantially as set forth in 

SEQ ID NO: 3 or is a nucleotide sequence having at least about 60% identity thereto or is capable 

of hybridizing to SEQ ID NO: 3 or its complementary form under low stringency conditions such 

as at 42° C. 

Preferably, {n\ — n' y } comprises the nucleotide sequence substantially as set forth in 
SEQ ED NO: 5 or is a nucleotide sequence having at least about 60% identity thereto or is capable 
of hybridizing to SEQ ID NO:5 or its complementary form under low stringency conditions such 
as at 42° C- 




Pl^ase replace the paragraph at page 24, lines 14 through 17, with the following 
paragraph: 



"Preferably, the peptide, polypeptide or protein comprises an amino acid sequence 
substantially as set forth in SEQ ED NO: 8 or an amino acid sequence having at least 60% identity 



1 t 

09/821,831* 



-6 



thereto or a chemical equivalent, derivative, homologue or analogue of said peptide, polypeptide 



or protein.-- 



< 



Please repjat5e the paragraph at page 25, lines 1 1 through 14, with the following 
paragraph: f 

--"Analogues" encompass death signal containing peptides, polypeptides or proteins 
which are at least about 60% identical to the p75 NTR death signal sequence [SEQ ID NO:8], 
notwithstanding the occurrence of any non-naturally occurring amino acid analogues therein. 
"Analogues" also encompass polypeptide mimotypes.- 

^— — ___ 

Please rejjfece the paragraph at page 25, line 31 through page 26, line 7, with the 
following paragraph: 

--A homologue, analogue or derivative of SEQ ID NO:2 or SEQ ID NO:8 may comprise 
an amino acid substitution or said SEQ ID NO:2 or SEQ ID NO:8 may encompass amino acid 
alterations in which an amino acid is replaced with a different naturally-occurring or a non- 
conventional amino acid residue. Such substitutions may be classified as "conservative", in 
which case an amino acid residue contained in a phospholipase inhibitory protein is replaced 
with another naturally-occurring amino acid of similar character, for example Gly Ala, Val He 
Leu, Asp Glu, Lys Arg, Asn Gin or Phe Trp Tyr.— 



f\l * & 9 Please replace the paragraph at page 25, lines 15 through 21, with the following 
paragraph: 

-The p75 NTR protein is a transmembrane protein comprised of a large extracellular 
domain with four cysteine rich motifs responsible for interacting with soluble growth factors, and 
a short cytoplasmic, intracellular tail. The cytoplasmic domain does not contain a kinase domain 
but contains a domain with significant homology to a motif known as a "death domain" 
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[SEQ ED NO:9, SEQ ID NO: 10] found in apoptosis-inducing Tumour Necrosis Factor Receptors 
(TNFR) and TNFR-associating death-effector proteins [9].~ 

Please repia^ettie paragraphs at page 37, line 10 through page 39, line 20, with the 
following paragraphs: 



-The deletion mutants from the membrane distal end are as follows (SEQ ED NOS:13- 

42): 



KRWNSCKQNKQGANSRPVNQTPPPEGEKLHSDSG; 
KRWNSCKQNKQGANSRPVNQTPPPEGEKLHSDS; 
KRWNSCKQNKQGANSRPVNQTPPPEGEKLHSD; 
2 KRWNSCKQNKQGANSRP VNQTPPPEGEKLHS ; 
™ ^ KRWNSCKQNKQGANSRP VNQTPPPEGEKLH; 
' KRWNSCKQNKQGANSRP VNQTPPPEGEKL; 
KRWNSCKQNKQGANSRP VNQTPPPEGEK; 
KRWNSCKQNKQGANSRP VNQTPPPEGE; 
KRWNSCKQNKQGANSRP VNQTPPPEG; 
KRWNSCKQNKQGANSRP VNQTPPPE; 
KRWNSCKQNKQGANSRP VNQTPPP; 
KRWNSCKQNKQGANSRP VNQTPP; 
KRWNSCKQNKQGANSRP VNQTP; 
KRWNSCKQNKQGANSRP VNQT; 
KRWNSCKQNKQGANSRP VNQ; 
KRWNSCKQNKQGANSRP VN; 
KRWNSCKQNKQGANSRPV; 
KRWNSCKQNKQGANSRP; 
KRWNSCKQNKQGANSR; 
KRWNSCKQNKQGANS; 
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KRWNSCKQNKQGAN; 
KRWNSCKQNKQGA; 
KRWNSCKQNKQG; 
KRWNSCKQNKQ; 
KRWNSCKQNK; 
KRWNSCKQN; 
KRWNSCKQ; 
KRWNSCK; 
Q^, KRWNSC; 

KRWNS; 
KRWN; 
KRW; 
KR; and 
K. 

The deletion mutants from the membrane proximal end are as follows (SEQ ID NOS:43- 

72): 

RWNSCKQNKQGANSRPVNQTPPPEGEKLHSDSGI; 

WNSCKQNKQGANSRPVNQTPPPEGEKLHSDSGI; 

NSCKQNKQGANSRPVNQTPPPEGEKLHSDSGI; 

SCKQNKQGANSRPVNQTPPPEGEKLHSDSGI; 

CKQNKQGANSRPVNQTPPPEGEKLHSDSGI; 

KQNKQGANSRPVNQTPPPEGEKLHSDSGI; 

QNKQGANSRPVNQTPPPEGEKLHSDSGI; 

NKQGANSRPVNQTPPPEGEKLHSDSGI; 

KQGANSRPVNQTPPPEGEKLHSDSGI; 

QGANSRPVNQTPPPEGEKLHSDSGI; 
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GANSRPVNQTPPPEGEKLHSDSGI; 
ANSRPVNQTPPPEGEKLHSDSGI; 
NSRPVNQTPPPEGEKLHSDSGI; 
SRPVNQTPPPEGEKLHSDSGI; 
RPVNQTPPPEGEKLHSDSGI; 
PVNQTPPPEGEKLHSDSGI; 
VNQTPPPEGEKLHSDSGI; 
/ 2^ NQTPPPEGEKLHSDSGI; 



QTPPPEGEKLHSDSGI; 

TPPPEGEKLHSDSGI; 

PPPEGEKLHSDSGI; 

PPEGEKLHSDSGI; 

PEGEKLHSDSGI; 

EGEKLHSDSGI; 

GEKLHSDSGI; 

EKLHSDSGI; 

KLHSDSGI; 

LHSDSGI; 

HSDSGI; 

SDSGI; 

DSGI; 

SGI; 

GI; and 

L- 



Please repke^the paragraph at page 44, lines 10 through 17, with the following 
paragraph: ' 



-Figure 6 shows that soluble c35 (35mer) (SEQ ID NO:7 and SEQ ID NO:8) protects 
cells from death signalling in a dose-dependent manner against membrane bound c35. 






